HPLC methods for determine the purity of 4-20.
The purity of all tested compounds was established by HPLC to be > 95%. HPLC analysis was performed at room temperature using a Diamonsil C 18 (250 mm × 4.6 mm).
Method 1: A mobile phase gradient from 5% MeCN/water (10% MeOH /H 2 O) to 95% MeCN/water (10% MeOH /H 2 O) for 20 min, a flow rate of 1.0 mL/min. This method was used to determine the purity for compound 4.
Method 2: A mobile phase gradient from 5% CH 3 CN/ buffer (0.1% TFA/H 2 O) to 95% MeCN/ buffer (0.1% TFA/H 2 O) for 9 min, then kept the ratio for 6 min, a flow rate of 1.0 mL/min. This method was used to determine the purity for compounds 5-20.
The IC 50 curves of compounds 7, 8 and Olmutinib against BTK and EGFR 
